202092168 Al

(19) EBpa3suiickoe @) 202092168 3 Al

naTeHTHoOe
Be4OMCTBO

(12) OIMMMUCAHHUE M30BPETEHUS K EBPABUNCKOMU 3ASIBKE

(43) Aara ny6nukauum sasiskm (51) Int. Cl. A6I1K 31/4965 (2006.01)
2021.07.30 AG61P 31/14 (2006.01)

(22) Dara nogaum sasekn

2020.10.13

(54) NPUMEHEHHUE ®ABUIIMPABUPA B JIEYEHUHA KOPOHABUPYCHOM UHO®EKIUU

(31) 202010070142.0 (72) Waobperatens:

(32) 2020.01.21 Yxyn Y, lao Kyiiroans, [{ao Usn, T'ao

(33) CN Tuur, Cso Idudy, Xy YkuxyH, Ban

(71) 3assurens: Manban, Yzau Jriiks, JIu Cyn (CN)
9K2AEMHU O® MUJIUTAPA

(74) nNpeacrasutens:

MEJUKAJ CAHEHCH3 (CN) Mensenes B.H. (RU)

(57) Hacrosee n300peTeHre OTHOCUTCS K COCAMHEHHIO (haBUIMPABUPY, NMPEICTABICHHOMY (opmyoi I,
€ro TeOMETPHUYECKOMY H30Mepy, (hapMarleBTUYECKH MPHUEMIIEMOW COJH, COJbBATY W/WIN THUApATy U
(hapMarieBTHIECKOM KOMITO3UITUH, COAEPIKaIIel COeINHEHHE, ISl JICUCHUST KOPOHABUPYCHON MH(EKINH.

N. _OH
12
A__NH
F Nj;( 2
0 I

IV 891760C0¢



OIIMCAHUE U30BPETEHUA
2420-565376EA/011
NMPUMEHEHHUE ®ABHIIMPABUPA B JIEYUEHUN KOPOHABUPYCHOMU
HNH®EKIHNHA

Hacrosiimas 3asiBka OCHOBaHa, W MO HEW MCNPAIIUBAETCS MPUOPUTET, HA KUTANCKON
nateHTHOHN 3asBke Ne 202010070142.0, nogannoii 21 suBaps 2020 ropa, onucaHue KOTOPOM
BKJIIOUEHO B HACTOSLIEE OMICAHIE B KAUECTBE CCUIKHU B ITOJIHOM 00BbEME.

OBJACTDb TEXHUKHA

Hacrosimmass 3asiBka OTHOCHTCS K MpPHUMEHEHHIO (DaBUIIMpPaBUpA, MPEACTABICHHOTO
cnenyroiei popmMyioii I, ero reomeTpudeckoro u3omMepa, papManeBTHIECKH MPUEMIIEMOM COJTH,
coJibBaTa W/WiM ruapata v (papManeBTUYECKOW KOMITO3ULIMH, COAEpIKallel yKa3aHHbIE BBILIE
COEMHEHUs, B JICYCHHMH WH(QEKUWH, BBI3BAHHON KOPOHABUPYCOM, B OCOOEHHOCTH,
koponasupycoMm SARS (SARS-CoV) u SARS-CoV-2.
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YPOBEHb TEXHUKH

dapunupasup (coenuHeHue, mnpencrasiaeHHoe Qopmynoit I, T-705) ¢ xumudeckum
Ha3BaHueM  O-(TOp-3-THAPOKCUNHUPA3HH-2-KapOOKCAMU,  SIBJSIFOINMNCS ~ JIGKAPCTBEHHBIM
CPEACTBOM-aHAJIOTOM HYKJI€03UAa, siBysieTcst nHruoutopom BupycHoii PHK-nommmepassl. Oto
JIEKAPCTBEHHOE CPEACTBO SBJISIETCS NMPOTUBOBUPYCHBIM JIEKAPCTBEHHBIM CPEACTBOM IIMPOKOIO
CIIEKTpa, OOOPEHHBIM B SIIOHUH B KAYECTBE JIEKAPCTBEHHOTO CPEICTBA IPOTUB TPHUIIIA.

dapunupaBup 00JafaeT XOPOLUIMMU HHTHOUTOPHBIMH d(QeKTamu in Vvitro u in vivo B
OTHOLIEHUH BUPYJICHTHBIX wieHOB cemeiicTB PHK-Bupycos, Takux kak Filoviridae, Bunyaviridae,
Arenaviridae, Togaviridae, a Takxe 4YJIEHOB JPYrHMX CEMEWCTB BHUPYCOB, TaKHX Kak
Orthomyxoviridae, Paramyxoviridae, Picornaviridae, Flaviviridae, Ho ero akTHBHOCTh TPOTHB
KOpOHAaBHpYyca He omnucana. [1ocie MpOHUKHOBEHUS B KJIETKY (PaBHITUPABHP MOKET MPEBPAIIATHCS
B akTUBHyIO (opmy Tpudocdara, BcTpauBaromyrcs B uenb PHK Bo Bpemsi TpaHCKpUNIIIUU |
permnkaimu PHK-Bupyca, n Hecennpuieckn TEpMUHHPYET 3JIOHTalmo BupycHoi nenu PHK,
TAKUM 00pa3oM, OCYIIECTBIISAS IPOTHBOBUPYCHBIE 3G (HEKTHL.

Coobmarot, uto ¢aBunupaBup MoxeT 3(pdexTHBHO HHrUOMPOBAaTH THTP BHpPYCa B
CylepHAaTaHTe TMOCie WHQHUIUPOBAHUS BHUPYCAMH JIMHUM KIeTOK Vero E6 wu wumeer
MOJIYMaKCUMAaJIbHYI0 HHrHOUTOpHYIO KoHUeHTparwo (ICso) 67 mkmons/n otHOcHTensHO EBOV
Tuna 3anp. Pe3ynprarsl nccnenoBanuii apMakOIMHAMUKHY 71 VIVO C HCTIONB30BAHUEM MOJIEIIH Ha
IFNAR”" mprmax C57BL/6 ¢ nedunmrom penentopa nnTepdepoHa Tuna I CBUIETeNbCTBYIOT O
TOM, YTO TPU TPOBOKAIMOHHOHN n03e, Bb3bIBarouieii 100% cmepTHOCTH B Tpymme muianedo,
BBOZUMOI B kKonuuectBe 300 Mr/kr/cyTku co s 6 1o neHp 13, ¢paBunupaBup AEMOHCTPHPOBAI

k03 uument 3amursr 100%, 1 B TO e BpeMs Takue IapaMeTphl, Kak Macca Tena, rIyTaMaT-



NUpyBaTTPaHCAMUHA3a, [NIyTaMaT-OKcaloaleTaTTpaHCaMMHAa3a U BUPEMUs], TAK:Ke 3HAUUTENbHO
ynyummanuchk. COOTBETCTBYIOLINE pe3yabTaThl HccaenoBanus JlabopaTopust 00OpOHHON HAYKU U
TexHosoruu BenukoOpuranuu nokasany, 4to (aBUNUPABUDP HE SBJBSUICS LUTOTOKCHUYECKUM IS
kiaerok Vero C1008 mpu BeICOKON KOHLEHTpauuu 1,95 r/m U MOr MOJHOCTBIO MHTHOMPOBATH
uronarnyeckuit 3pdexr (CPE) EBOV tuna 3aup B OTHOIIEHUH KJIETOK NPHU KOHLEHTPALUU
JIEKAPCTBEHHOTO CpeacTBa Bbile 62,5 mr/n. MonenbHbix Mbimeit A129 ¢ neduuurom
unreppepona tuna [ u tuna II 3apaxanu nosol, BbbBaromeil 100% cMepTHOCTH B rpymie
ianedo, ¥ He3aMeUTMTEIbHO BHYTPIKENY TOUHO BBOAMIN (paBunupaBup B 1o3e 300 Mr/Kr/cyTku
(2 paza/cytku, 150 mr/kr 3a pa3) yepe3 1 4. mociie 3apakeHusi B T€YeHHE MOCIeI0BaTEIbHbIX 14
nHei, Habmonas 3amury 100% Mblmeit ot rudeny, U Macca Tejla MbIIIEH B TPyIIe BBEACHUS
3HAYUTENIBHO YJIy4INajach.

Hosgrit koponasupyc 2019 roga (2019-nCoV) siBisieTcst HOBBIM LITAMMOM KOPOHABHPYCA,
KOTOpBII paHee He oOHapy:kuBamu y moaen. 11 ¢erpans 2020 roga MexayHapOAHBIH KOMHUTET
no TakcoHoMuu BUPYcoB (ICTV) 00bsiBIIL, uTO OULIMATBHBIM Ha3BAHHEM HOBOTO KOPOHABHpPYCA
2019 ropa (2019-nCoV) siBisieTcst KOPOHABHPYC TSHKEIIOTO OCTPOTO PECIUPATOPHOIO CHHAPOMA-
2 (SARS-CoV-2). B Tor ke nenp BcemupHast opranuzauus 3apasooxpanenus: (WHO) obbssuina,
4TO OpHLIMATBHBIM Ha3BaHHEM 3a00JI€BaHUSI, BBI3BAHHOTO 3TUM BUpycom, siBisiercss COVID-19.
Cumnromamu nHpekiuu supyca SARS-CoV-2, B OCHOBHOM, SIBJISIETCSI THEBMOHUSI, U UIX MOKHO
pa3mensTh Ha MPOCTYI HH(EKIHIO, JIETKYI0 IHEBMOHHIO, TSDKENYI0 ITHEBMOHMIO, OCTpPBIN
pecnupaTOpHBIN JUCTPECC-CUHPOM, CETICUC, CENTUYECKUH IIOK U T.7l. B 3aBUCUMOCTH OT TSDKECTHU
3a0oneBanus. IlanmeHTs! ¢ mpocTtoif MH(peKuuel MOTryT UMeTh Hecreun(pUIeckne CHMIITOMBI,
TaKye Kak JIMXOpajaka, Kamenb, OOJb B ropiie, 3aJ0KEHHOCTh HOCA, YTOMJISIEMOCTb, TOJIOBHAS
Oonb, Oonb uaM AUCKOMGOPT B MBIIILAX, W IOXWJbIE JIOAU M JIOAU B COCTOSIHUU
UMMYHOCYTIPECCUM MOTYT UMETh aTHUMHW4YHbIE CUMNTOMBL IlallueHTHI ¢ erkoil MHEBMOHMEH, B
OCHOBHOM, UMEIOT KallleJlb, AUCITHO3 U MOJIMITHOY. TSDKENyl0 MHEBMOHHUIO MOKHO HaOIIIOAATh y
MOJIPOCTKOB, B3POCJIBIX WM A€TeH, U € OCHOBHbIE CUMIITOMBI BKJIFOUAIOT ITOBBIIIEHUE YaCTOTHI
IBIXATENbHbIX JABIDKEHUN, TSDKENIYK0  JbIXaTeJIbHYI0 HEJOCTaTOYHOCTb WM JIUCITHOD,
LEHTPaJbHbI I[IMAHO3, COHJHMBOCTb, MOTEPIO CO3HAHUS WJIW KOHBYJIbCUH, YAYIIbE U T.I.
Uzo0pakeHus1 JIETKMX TPU OCTPOM PECIUPATOPHOM JAHCTPECC-CUHAPOME COOTBETCTBYIOT
OunarepaibHBIM TEHSIM IO THUIY MAaTOBOTO CTEKJIA, KOTOPBIE HEJb3sl B MOJHOH Mepe OOBSICHUTh
BBIIIOTOM, AOJIEBOM SKCCynalell WK aTeleKTa3oM, WM TEHH JIETOYHON Macchl, U OCHOBHBIM €0
CHMIITOMOM SIBJISIETCS OTEK JIETKHX. llalMeHTBl ¢ CEerncHUCcCOM 3a4acTyi0 HMMEIOT (paTaibHYIO
IUC(YHKIMIO OpraHa, U MalleHTaMH B Hanbojee KPUTUIECKOM COCTOSIHUU SIBJISIFOTCS TTALIHEHTBI
C CENTUYECKUM IIOKOM, H OHH UMEIOT BBICOKYIO BEPOSTHOCTb THOEIH.

B Hacrosimmee BpeMss WH(QEKIHIO HOBOIO KOPOHABHPYCa, B OCHOBHOM, Ji€4aT C
UCTIONIb30BAHUEM TOJIEPKUBAIOIIEH TEpanuil B KIMHUKE, U CrieLU(pUIeCKie TPOTHBOBUPYCHBIE
JIEKapCTBEHHBIE CPE/ICTBA HEJOCTYIIHBI.

HOAPOBHOE OITMCAHHUE N30OBPETEHUA

Ilenbto HacTosEro M300peTeHus SBISETCA OOHAPYKEHHUE JIEKAPCTBEHHOI'O CPENCTBA C

NPOTHBOBUPYCHOI aKTUBHOCTBIO MPOTHB KOPOHABHPYCA, B OCOOEHHOCTH, kKopoHaBupyca SARS



(SARS-CoV) u SARS-CoV-2, koTopoe MOKHO HCTIOIB30BATh ISl JICUEHUS] COOTBETCTBYIOIIETO
3a00eBaHMs1, BBI3BAHHOTO €r0 HH(EKINEH, TaKOH Kak MmpocTast HHPEKIHs (Takas Kak JINXOopaakKa,
Kamenb 1 OoJib B TOpJjie), MTHEBMOHUS, OCTpasi WIM TsDKeJas OCTpasi MHQEKIHs bIXaTelbHbIX
NyTeH, TUMOKCUYECKAasi JbIXaTeNIbHAash HENIOCTATOYHOCTh U OCTPBIH PEeCHHPATOPHBIN TUCTPecC-
CHHAPOM, CeNcUC M cenTuueckuii mok. C MOMOIIBI0 TBOPYECKOTO HCCIIENOBAHUS B paMKax
HACTOAIIEro M300peTeHnst OOHApY)KEHO, 4TO (haBUMUPABUP, IMpPEACTaBIEHHbIH (Gopmyrnoit I
obnanaer ¢pyHkuei nHruOuposanust perumkanun koponasupyca SARS (SARS-CoV) u SARS-
CoV-2 u XOpoIIUM MOTEHIHAIBHBIM TEPATIeBTHUECKUM 3P PEKTOM MpH JiedeHuH 3a00eBaHUS,
BbI3BaHHOTO KopoHaBupycoM SARS (SARS-CoV) unu SARS-CoV-2.

Hacrosiiiiee n3o0peTeHne OTHOCHUTCS K COEAMHEHHIO, TIPENCTaBIeHHOMY (opMyioii I, ero

reOMETPHYECKOMY M30MepY, (hapMaLeBTHUECKU PUEMIIEMOH COJIH, COJIbBATY W/WJIH THIAPATY:

N_ _OH
I
P NH
F N:E[(Z
o)

®Dopmymna I

B HEKOTOpBIX BapHaHTax OCYIIECTBJICHUS (papMaleBTUUECKH MPHEMIIEMbIE COJIH
COEAMHEHUs], TPENCTaBIEHHOro (GopMysoil I, mpeacTaBleHHOro B HACTOSINEM OIMCAHUHU,
BKJIFOYAIOT COJIM HEOPTaHMYECKUX WJIM OPTaHMYECKUX KUCJOT U COJNM HEOPraHMYeCKUX WU
opraHudeckux ocHoBaHMH. HacTosimee m3oOpereHHe OTHOCHUTCS KO BCeM (OpMaM yKa3aHHBIX
BBILIE COJIEH, BKIIFOYAsl, B KAUECTBE HEOTPAHNYHMBAIOLINX IPUMEPOB: HATPUEBYIO COJIb, KAJIHUEBYIO
COJb, KaJbLMEBYIO COJIb, JIUTHEBYIO COJIb, COJIb MEMJIyMHHA, TUIPOXJIOPUAHYIO COJIb,
T'HAPOOPOMUIHYIO COJIb, HONOTHIPATHYIO COJIb, HUTPATHYIO COJb, CyJib(daT, ruppocynbdar,
docdar, runpodocdar, auerar, mponuoHaT, OyTHUpAT, OKCalaT, MUBAJAT, AJMIAT, AJbIHHAT,
JIAKTAT, LUTPAT, TAPTPAT, CYKIMHAT, Mayieat, (ymapar, MUKpaT, acnapTat, TJFOKOHAT, O€H30aT,
METaHCYIb(POHAT, 3TaHCYIb(QOHAT, OEH30JICYIb()OHAT, P-TOIYONICYIb()OHAT, SMOOHAT U T.1.

Coenunenue, mpencrasieHHoe ¢opmynoit [, Moxer HMHrHOMpPOBaTH PEIUIMKALUIO
KOPOHABHpyCa B KJIETKaX M CHUXKATh HAIPY3Ky HYKJIEHHOBBIMH KHCJIOTAMH KOPOHABHpYyCa B
KYJIbTYP€ KJIETOK.

ITocne TBOPUECKOro MOMCKA aBTOPBI HACTOSIIIETO N300PETEHUS OTKPBUIA HOBBIE MTPU3HAKH
COeMHEHMsI, MPeAcTaBieHHOTo (hopmyoii I, B kieTkax:

BO-TIEPBBIX, COEAMHEHHE, MpeACcTaBlIeHHOe (opmynoil I, MOXeTr CHIXKaTb Harpysky
BUPYCHBIMH HYKJIEHHOBBIMH KHCJIOTaMH B KieTkax, HHQuuuposaHHbIXx SARS-CoV-2 Ha
MHUKPOMOJISIPHOM YPOBHE KOHIIEHTPALIUHY,

BO-BTOPBIX, COEAMHEHHWe, mpexacTaBieHHoe Qopmynoii I, obnagaer 3HaUUTENBHBIM
3aIUTHBIM 3((EKTOM B OTHOIIEHHH MBbIIIEH, HHPUIUPOBaHHBIX kKopoHaBupycoM SARS (SARS-
CoV).

Hacrosimee wu3oOpereHne  Takke OTHOCHTCS K  TPUMEHEHHIO  COEIHUHEHWs,

npeacTaBiIeHHOro Gopmyioii I, ero reomerpuueckoro usomepa, papMaleBTHIECKH TPHEMIEMON



COJIM, COJIbBATa W/WJIM THIApaTa B IPOU3BOACTBE JIEKAPCTBEHHOTO CPEACTBA JUISA JICUCHUS
3a0oneBaHus MM HH(PEKIUH (BKITFOYAast, B KAUeCTBE HEOTPAHUYHMBAIOIINX PUMEPOB, 3a00JI€BaHUS
IBIXaTEIbHBIX MyTeH (Hampumep, MpocTble HHPEKINHN (Takue Kak JUXOpaaka, Kamenb 1 0oyb B
ropJjie), MHEBMOHHUIO, OCTPYIO PECHUPATOPHYI0 MH(DEKLHUIO, TSXKENYI0 OCTPYIO PECIMPATOPHYIO
uHdpexio (SARI), runmokcuveckyro IbIXaTeNbHYI0 HEOCTATOUYHOCTh U OCTPBIM PeCIIUpaTOPHbIN
AUCTPECC-CUHAPOM, CENCUC U CENTHYECKUN IIOK, TSKENbIH OCTPBIM PeCIMpaTOpPHBI CHHIPOM
(SARS) u T.11.)), BbI3BaHHBIE KOPOHABHPYCOM, B 0cOOeHHOCTH, kopoHaBrpycoM SARS (SARS-
CoV) w/umu SARS-CoV-2,
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Hacrosimee wu3o0OpereHHe  TakXKe OTHOCHTCS K  TPUMEHEHHIO  COEIWHEHWS,
npeacTaBiIeHHOro Gopmynoii [, ero reomerpuueckoro u3omepa, papMareBTHUECKH TPHEMIIEMON
COJIM, COJIbBATa W/WMJM TUApATa B IPOHM3BOACTBE JIEKAPCTBEHHOI'O CPEACTBA B KAdeCTBE
WHTHOUTOpA KOPOHABUPYCA.

Hacrosimee wuw3o0OpereHne TakKe OTHOCHTCS K  TPUMEHEHHIO  COEIMHEHWS,
npeacTaBiIeHHOro Gopmyoii I, ero reomerpuueckoro u3omepa, papMareBTHUECKH TPHEMIIEMON
COJIM, COJIbBATa W/WMJIHM THAPATA B MPOU3BOJCTBE JIEKAPCTBEHHOTO CPEACTBA ISl HHTMOMPOBAHUS
PETITNKALMY WIIN PETPOAYKIIMH KOPOHABUPYCA B KJIETKE (HAIIPUMeEp, KIJIETKE MIIEKOIUTAOLIETO).

Hacrosimmee wusoOpereHne Takke OTHOCHUTCS K (DapMaleBTUUECKOH KOMIO3MIUH,
comepkaliel coenuHeHue, mpencrasieHHoe (opmynoit [, ero reomerpuueckuii u3OMep,
(apmaLeBTHYECKH TPUEMIIEMYIO COJIb, COJIBBAT W/WITU THIPAT,

NPENNOYTUTENBHO,  (papMalieBTHUECKast KOMIO3ULMA — JOMOJHUTENBHO  CONEPIKHT
(apmaLeBTHYECKH TPUEMJIEMBbINi HOCUTEIb HJIM YKCUMIHEHT. B yacTHOCTH, (apmaneBTHYeCKas
KOMITO3ULIUS TIPEACTaBIsieT coOO0# TBepAbIil Mpenapar, HHbEKIMOHHBIN Mpenapat, npenapar A
HApY>KHOT'O UCIOJIb30BAHUSA, CIIPEH, )KUKHUI IpenapaT Wik SKCTEMITOPAJIbHBIN Npenapar.

B HEKOTOpBIX BapHaHTaxX OCYINECTBJICHUS (hapMaLeBTHUECKAs KOMIIO3ULIUS CONEPIKUT
3¢ (eKTHBHOE KOJHMYECTBO COCOMHEHUS, MPEACTaBIeHHOTro (opmyioi I, ero reomerpuyueckoro
u3oMepa, hapMareBTHYECKU PUEMIIEMON COJIH, COJTbBATA H/HJTH THIPATa.

Hacrosimee wu3o0pereHne Takke OTHOCHTCS K TPUMEHEHUIO (hapManeBTHUECKOi
KOMITO3ULINH, COZIEpIKaIleii COeTMHEHHE, TpeICTaBIeHHOe (OpMyJIoH I, reomeTpudeckuii usomep,
dapManeBTHYECKH TPUEMJIEMYKO COJIb, COJbBAT W/WIM THApAT, WIA COCOUHEHUS,
npeacTaBiIeHHOro Gopmyoii I, ero reomerpuueckoro u3omepa, papMareBTHYECKH TPHEMIIEMON
COJIM, COJIbBATa W/WJIM THApAaTa B IPOU3BOACTBE JIEKAPCTBEHHOTO CPEACTBA IUISA JICUCHUS
3a00NeBaHMsl JIBIXATENbHBIX IyTEH, BKIOYAs, B KA4eCTBE HEOrPAaHMYUBAIOIINX IPUMEPOB,
NPOCTYI0 MHPEKIUIO (TaKyr Kak JINXOpaaka, Kamedb U OOib B ropiie), THEBMOHUIO, OCTPYIO
pecrupaTopHyr0 HMH(EKIHI0, TKEIyR OCTpyr pecnuparopayro wuHpekunio (SARI),
TUITOKCUYECKYIO JIbIXATENbHYK HEIOCTATOYHOCTb, OCTPBII pECHUPAaTOPHBIN AUCTPECC-CUHIPOM,

CeTICHC, CENTHYECKUN LIOK, TSDKENbIH OCTPbIN pecriupatopHblii cuaapom (SARS) u t.1.).



Hacrosimee m3oOpereHne Takke OTHOCUTCS K crocoOy JedeHus W/Wiu NpoQHIaKkTHKH
3a00neBaHMsl Yy HY)KJAIOIIErocss B 3TOM MIIEKOIUTAIOLIEr0 WM Croco0y WHTHOMpPOBAHUS
peTUTMKALMK WA PENpOAYKIMH KOPOHABUPYCA Y HY)KAAKOLIErOCs B 3TOM MIIEKOIHUTAIOIIETO,
BKJIIOYAIOIIEMY BBEICHHE HYKAAIOMIEMYCS B 3TOM MJIEKONMHTAIOIIEMY TEePareBTHYECKU W/
npodunakrudecku 3¢ (HEeKTUBHOTO KONMNYECTBa (papMalieBTHUECKOW KOMITO3UIIMH, COZepIKallen
coenuHeHue, npeacraBieHHoe Gopmysoil I, ero reomerpuueckuii nusomep, papmManeBTHIECKH
NPUEMJIEMYIO COJIb, CONbBAT W/WJIM THAPAT, WIM COCOMHEHHs, NPencTaBiIeHHoro (opmynoi I,
reOMeTPHYECKOro nu3omepa, papmaleBTHIEeCKU MPUEeMJIEMOI COJM, CObBaTa W/WJIM THAPATA, Iie
3aboneBaHKe BKIFOYAET 3a00JIeBaHIe, BBI3BAHHOE KOPOHABUPYCOM.

B HeKOTOpBIX BapHaHTaxX OCYIIECTBJIEHHs 3a00JieBaHHE, BbISBAHHOE KOPOHABUPYCOM, B
ocobennoctu kopoHaBupycom SARS (SARS-CoV) u SARS-CoV-2, BkIIOYaeT, B KayecTBe
HEOTPaHUUMBAIOIIUX MPUMEPOB, 3a00JieBaHUE [bIXATEIbHBIX MyTeil (HANMpUMeEp, MPOCTYIO
uHQeKIMio (Takyr Kak JMXOpajgka, Kameidb U 00db B Topie), MHEBMOHHUIO, OCTPYIO
pecrupaTopHyr0 HH(EKIHI0, TSOKEIy OCTpyi pecnuparopayro wuHbekuno (SARI),
T'MIIOKCUYECKYIO IbIXaTeIbHYI HEeIOCTATOYHOCTb, OCTPbI PECIUPATOPHBIH AUCTPECC-CUHAPOM,
CeTCHC, CENTHUYECKUN LIOK, TSKENbIN OCTpPbIN pecriupatopHbiii cuaapoM (SARS) u T.11.)).

Hacrosimiee u300peTeHre TakKe OTHOCUTCS K MPUMEHEHHIO (hapMaleBTHYECKOM
KOMITO3UIIMM B TIPOHM3BOZACTBE JIEKAPCTBEHHOTO CPEACTBA ISl JIEUEHHs] 3a0O0NIeBaHUS WU
WH(EKINUU, BBI3BAHHON KOPOHaBUPYCOM, B ocodeHHOCTH KopoHaBupycoM SARS (SARS-CoV) u
SARS-CoV-2 (nanpumep, 3a00neBaHus ObIXaTENbHBIX MyTeH (HAIpUMeEp, MPOCTOW HH(PEKIMU
(Takol Kak JIMXOpajKa, Kauleab U 00Jb B ropiie), THEBMOHHUH, OCTPOH pecupaTopHOi HHpeKuy,
TSDKENOM  ocTpoi  pecnmparopHoit umHpexkuun (SARI), runokcudeckoil IbIXaTeIbHOM
HEIOCTATOYHOCTH, OCTPOTO PECIHPATOPHOTO AUCTPECC-CUHPOMA, CETICUCA, CENITUYECKOTrO I0Ka,
TSDKEJIOT0  ocTporo pecnuparopuoro cunapoma (SARS) u 1.1)), rme dapmauerrudeckas
KOMITO3HULIHSI COAEPIKUT COSAUHEHHE, TpencTaBieHHoe (opmyJioi I, ero reomeTpudeckuii usomep,

(hapMaLeBTHYECKU MIPUEMIIEMYIO COJIb, COJIbBAT W/MJIH THAPAT,
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NPEANOYTUTENBHO, (apMaLeBTHUECKash KOMIIO3ULIUS — JOMOJHHUTEIBHO  COHEPIKUT
(bapMaeBTHYECKH MPUEMJIEMbIII HOCHTENb WIH 3KCIHUIUEHT. B yacTHOCTH, (hapmarieBTHUECKas
KOMITO3ULUST TIPEACTaBIsieT cOOO0# TBEpABIi Npenapar, MHbEKIUOHHBIN Mpenapart, npenapar A
HAPY>KHOT'O UCIOJIb30BAHUSA, CIIPEH, KUKUM IpenapaT Wik SKCTEMITOPAJIBHBIN Npenapar.

Hacrosiimee wu3o0OpereHne Takke OTHOCHTCS K MPUMEHEHUIO (hapManeBTHUECKOi
KOMITO3UIIH B IPOU3BOJICTBE JIEKAPCTBEHHOI'O CPEACTBA B KAUECTBE HHTMOUTOPAa KOPOHABUPYCA,
rae QapmaneBTUYecKass KOMIIO3HMLHUS COIAEPKHUT COCAUHEHHE, IpencTaBieHHoe (opmynoit I

reoMeTpUdecKuii n3omep, papManeBTUIECKH IPUEMIIEMYIO COJIb, COJIbBAT W/WJIH THIPAT,
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NPENNOYTUTENBHO,  (papMalieBTHUECKasi KOMIO3ULUA — JOMOJHUTENBHO  CONEPKHT
(apmaLeBTHYECKH TPUEMJIEMBbIH HOCHTEINb HJIM YKCUMIHEHT. B yacTHOCTH, (apmaneBTHYeCKas
KOMITO3HLIMS TIPE/ICTABISIET COOOH TBEPABIN Ipenapar, HHbEKIMOHHbIH Npernapar, npenapar s
Hapy>KHOT'O UCIOJIb30BAHUSA, CIIPEH, KUKHUI IpenapaT Wik SKCTEMITOPAJIbHBIN Npenapar.

Hacrosimee wu3o0pereHne Takke OTHOCHUTCS K TPUMEHEHUIO (hapManeBTHUeCKO
KOMITO3UIIUH B TIPOM3BOACTBE JIGKAPCTBEHHOT'O CPEACTBA AJIi HHTHOWPOBAHUS PETUTUKALIMU WA
pEeNpoAyKLMH KOpPOHaBUpyca B KiIeTKe (HampuMep, KJIETKe MJIEKONHTAIOLIEero), TIJie
dapmaneBTHYIECKas KOMIIO3MLIUS COAEPXKHUT COEJUHEHHE, NpencTaBleHHoe Qopmynoit I, ero

reoMeTpUYECKHil u3oMep, papmarieBTUIECKH MPUEMIIEMYIO COJIb, COJIbBAT W/HITU THAPAT,
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NPEANOYTUTENBHO, (apMaLeBTHUECKas KOMIIO3ULIUS — JOMOJHHUTEIBHO  COAEPIKUT
(bapmareBTHYECKH NMPUEMJIEMbIII HOCUTENb WIN 3KCIUINUEHT. B yacTHOCTH, (hapmarieBTHUECKas
KOMITO3ULIUS TIPEACTaBIsieT cOOO0H TBEpAbII Ipenapar, MHbEKIMOHHBIN Mpenapar, npenapar A
Hapy>KHOT'O UCIOJIb30BAHUS, CIIPEH, KUIKUM MpenapaT Wik SKCTEMITOPAJIbHBIN Npenapar.

Hacrosimee n3o0pereHne Takyke OTHOCUTCS K COSMHEHUIO, ITPECTaBIEHHOMY (POpMYJIOit
I, ero reomerpuyeckoMy u30oMepy, (papmaneBTHYECKH NPHEMIIEMOH COJIH, COJIbBATY W/ HIIH
TUApATY 1JI IPUMEHEHHUs B JIEYeHHH 3a001eBaHus WK NH(EKINH, BBI3BAHHONH KOPOHABHUPYCOM,
B ocobenHocTH, kopoHaBupycoM SARS (SARS-CoV) u SARS-CoV-2 (Hanpumep, BKJIIOYAsi, B
Ka4yeCTBE HEOTPAaHMUMBAIOIIMX TPUMEPOB, 3a00JIeBaHHE JbIXaTEJbHBIX NyTeld (Hampumep,
NPOCTYI0 MHPEKUUIO (TaKyl Kak JIMXOpaaka, Kameiab U O0b B ropiie), THEBMOHUIO, OCTPYIO
pecrupaTopHyr0 HH(EKIHI0, TKEIy OCTpyr pecnuparopayro uHpekumo (SARI),
THITOKCHYECKYIO JIBIXATEIbHYI0 HETOCTATOYHOCTh, OCTPBIH PECUPATOPHBIA TUCTPECC-CHHIPOM,
CETCHC, CENTHUYECKUI IIOK, TSKENbIN OCTpPbIN pecriupatophbiii cuaapoM (SARS) u .11.)).

Hacrosimee n3o0peTenne Takyke OTHOCHTCS K COSAMHEHUIO, TPEACTABICHHOMY (hOpMYJIOit
I, ero reomerpuueckoMy H3oMepy, (papMaleBTHUECKH MPHEMJIEMOH COJH, COJbBATY W/ HIH
THAPATY AJI IPUMEHEHHUS B KaUeCTBE MHIMOUTOPa KOPOHABHPYCA.

Hacrosimee n3o0peTenne Takyke OTHOCHTCS K COSMHEHUIO, TTPECTABICHHOMY (HOpMYJIOit
I, ero reomerpuueckoMy wu3oMepy, (papManeBTHUECKH MPHEMJIEMOH COJHM, COJbBATY W/HIH
THAPATY IUIA IPUMEHEHHUs] B MHIHMOMPOBAHUN PETUTMKALIMM WM PENPOAYKLIUN KOPOHABHpPyCa B
KJIeTKe (Harmpumep, KJIETKe MIIEKOITUTAIOIIETO).

Hacrosimee n3oOpereHne Takke OTHOCHTCS K (hapMaleBTHYECKONW KOMITO3ULIMU IS

NPUMEHEHUsT B JIe4eHUH 3a0oneBaHusl WIM WHQEKUWH, BBI3BAHHOM KOPOHABHUPYCOM, B



ocodennocty, kopoHasupycom SARS (SARS-CoV) u SARS-CoV-2 (nmanpumep, 3aboneBaHust
IBIXaTeIbHBIX MyTeH (HampuMep, MpocToi MHPEKInn (TaKOH Kak JIMXOpajka, Kamenb 1 00ib B
ropjie), MTHEBMOHUH, OCTPOHM pecrnupaTopHOW HH(PEKIMH, TSHKEJIOH OCTPON pecrnupaTOpHON
uHpekuuu (SARI), runokcruueckoil AbIXaTeJbHOW HEJOCTATOYHOCTHU, OCTPOrO PECITHPATOPHOTO
AUCTPECC-CUHAPOMA, CEMCHCa, CENTHYECKOrOo WIOKA, TSKENIOro OCTPOro PeCcnupaToOpHOro
cuaapoma (SARS) u T.1)), roe ¢dapmaueBTHUECKash KOMIIO3ULIUSI COIEPKHUT COEOUHEHUE,
npenctasiaeHHoe Gopmynoii I, ero reomerpuueckuii n3omep, hapManeBTHYECKH TPHEMIIEMYIO

COJIb, COJIbBAT W/WJIM THAPAT,
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NPEANOYTUTENBHO, (apMaLeBTHUECKas KOMIIO3ULIUS — JOMOJHHUTEIBHO  COHEPIKUT
(apMareBTHYECKH MPUEMJIEMbIII HOCHTENb WIN 3KCIHUIUEHT. B yacTHOCTH, (hapmarieBTHUECKas
KOMITO3ULIUST TIPEACTaBIsieT cOOO0# TBEpABI Npenapar, MHbEKIUOHHBIN Mpenapart, npenapar A
HAPY>KHOT'O UCIOJIb30BAHUSA, CIIPEH, )KUKUM IpenapaT Wik SKCTEMITOPAJIBHBIN Npenapar.

Hacrosimmee n3o0pereHne Takke OTHOCHTCS K (hapMaleBTHYECKOW KOMITO3ULIMU IS
NPUMEHEHUs] B KadeCcTBe WHIMOMTOpa KOpOHaBUpyca, rae (papmarneBTudeckas KOMIO3HMLIUSA
CONEPKUT COEQUHEHHE, MpeAcTaBleHHOe (opmynoil I, ero reomeTpuueckuii U30Mep,

(dapMaLeBTHYECKU TIPUEMIIEMYIO COJIb, COJIbBAT W/WJIH THAPAT,
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NPENNOYTUTENBHO,  (papMalieBTHUECKast KOMIO3ULMA — JOMOJHUTENBHO  CONEPKHT
(hapMaLeBTHYECKH MPUEMJIEMbIII HOCHTENb WM 3KCIUNUEHT. B yacTHOCTH, (hapmareBTHUeCKas
KOMITO3ULIUS TIPEACTaBIsieT cOOO0# TBepAbIil Mpenapar, HHbEKIMOHHBIN Mpenapart, npenapar JJs
HApY>KHOT'O UCIOJIb30BAHUSA, CIIPEH, )KUKHUI IpenapaT Wik SKCTEMIIOPAJIbHBIN Npenapar.

Hacrosimmee n3o0pereHne Takke OTHOCHTCS K (hapMaleBTHYECKOW KOMITO3ULIMU IS
NPUMEHEHNUsS] B WHTMOMPOBAHWHU PEIUTMKALMHM MW PENpPONYKIHHA KOPOHABUpPYCAa B KIIETKE
(HampuMep, KJIETKE MJIEKOMUTAIOIEro), rae (apmaueBTHUecKas KOMITO3ULMS COAEPIKUT
coenuHeHue, npeacrasieHHoe Gopmynoil I, ero reomerpuueckuil nsomep, hapManeBTHIECKH

NPUEMIIEMYIO COJIb, COJTbBAT M/HMJIU THJIPAT,
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NPEANIOYTUTEIIBHO, @apMaueBTquCKaﬂ KOMITO3HNIUA JOIIOJIHUTCIJIBHO COACPKUT

(dapMaLeBTHYECKH TPHEMJIEMbI HOCHTEb WK SKCUUNHEHT. B wacTHOCTH, (papmarieBTHUeCKas



KOMITO3ULUS TIPEACTaBIsieT cOOO0H TBEpAbII Npenapar, MHbEKIMOHHBIN Mpenapart, npenapar A
HAPY>KHOT'O UCIOJIb30BAHUSA, CIIPEH, )KUAKUM MpenapaT Wik SKCTEMITOPAJIbHBIN Npenapar.

Hacrosiimmee wum3oOpereHne Takke OTHOCHTCS K  NPUMEHEHHIO  COEIHUHEHWs,
npeacTaBiIeHHOro Gopmyoii I, ero reomerpuueckoro usomepa, papMaleBTHUECKH PHEMIIEMON
COJM, CONbBAaTa W/WIM THUApaTa B JieUeHUH 3a00NeBaHUs WM HWHQEKIUH, BBI3BAHHON
KOPOHABHPYCOM (Hampumep, 3a00JIeBaHMsI bIXaTebHBIX MyTeH (Harnpumep, NpocTol HHPEKIIH
(Takoii KaK JIMXOpa/Ka, Kaueb 1 00Jb B ropJie), THEBMOHUH, OCTPOH peCITUPATOPHONH HH(EKINH,
TsoKEJIOW  ocTpoilt  pecniupatopHoit  uHpekuuu (SARI), ruUMokcHYeckol —abIXaTebHOU
HEIOCTATOYHOCTH, OCTPOTO PECIHPATOPHOTO AUCTPECC-CHHIPOMA, CETICUCA, CENTTUYECKOTO IOKa,
TSIKEJIOTO OCTPOro pecnupatopHoro cunapoma (SARS) u t.1.)).

Hacrosimee wu3oOpereHne  Takke  OTHOCHTCSI K  TPUMEHEHHIO  COEIUHEHWS,
npeacTaBieHHOro Gopmyioii [, ero reomerpuueckoro u3omepa, papMareBTHYECKH PHEMIIEMON
COJIM, COJIbBATA W/WJIM THAAPATA B KAUECTBE HHTHOUTOPA KOPOHABUPYCA.

Hacrosimee wu3o0OpereHne  TakXKe  OTHOCHTCS K  TPUMEHEHHIO  COEIMHEHWS,
npeacTaBiIeHHOro Gopmyoii I, ero reomerpuueckoro u3omepa, papMareBTHUECKH TPHEMIIEMON
COJIM, COJIbBATA W/WJIM TUAPATAa B MHTUOMPOBAHUY PEIUTMKALNH WU PENPOAYKIIMHA KOPOHABHPYCA
B KJIETKE (HarpuMep, KJIETKEe MIIEKOITUTAIOIIEr0).

Hacrosimee n3o0pereHne Takke OTHOCHTCS K JIEKAPCTBEHHOMY CPENCTBY JUIS JICUSHHSI
3a0oneBaHnss WM HMHQEKUWH, BBI3BAHHOW KOpPOHABUPYCOM (Hampumep, 3a0oJeBaHUs
IBIXaTeIbHBIX MyTeH (HampuMep, mpocToi MHEeKInn (Takol Kak JIMXOpajka, Kamenb 1 00ib B
ropjie), MHEBMOHHUH, OCTPOHM pecrnupaTopHONW HH(PEKIMH, TSHKEJIOH OCTPOH pecrnupaTOpHON
uHpekuuu (SARI), runokcuueckoil AbpIXaTeqbHOM HEJOCTATOYHOCTHU, OCTPOrO PECITHPATOPHOTO
IUCTPECC-CUHAPOMA, CETCHUCAa, CENTHYECKOro INOKA, TSDKEJIOr0 OCTPOro  PeCHupaTOPHOro
cuaapomMa (SARS) u T.1.)), comepxkaiuieMy coeaMHEHHe, npezacTaBieHHoe (opmynoii I, ero
reOMeTpUUEeCKHi H30Mep, (apMaleBTHYECKH MPHEMJIEMYIO COJIb, COJbBAT W/WIM TUIPAT B
Ka4eCTBE aKTHBHOT'O HHIPEAMEHTA.

Hacrosimmee nzoOpeTeHne Takke OTHOCHTCS K JISKAPCTBEHHOMY CPENCTBY B KauecTBE
UHrUOUTOpa KOPOHABHPYCA, CONIEpKalleMy COeINHMHEHHe, MpencrasieHHoe (opmynoit I, ero
reOMeTpHYECKHil n3oMmep, (apMaLeBTHUECKH NPUEMIEMYIO COJb, COJbBAT HW/WIM THUAPAT B
Ka4eCTBE aKTHBHOT'O HHIPEANEHTA.

Hacrosimee w300peTeHne Takke OTHOCHTCS K JIGKAPCTBEHHOMY CPEINCTBY IS
UHTUOMPOBAHUS PEIUIMKALMK W PENPOAYKLHNH KOPOHABUpyCa B KJIETKe (HAarmpuMep, KJIETKe
MJIEKOIIUTAIOLIET0), CONEpKaIleMy COCAMHEHHe, mpenacrasieHHoe ¢Gopmynoi I ero
reOMeTpHUYECKHil n3oMep, (apMaLeBTHUECKH NPHUEMIIEMYIO COJb, COJbBAT /WM THUAPAT B
Ka4eCTBE aKTHBHOT'O HHIPEANEHTA.

B HEKOTOpBIX BapHaHTax OCYIIECTBJICHUS B HACTOALICH 3asiBKE KOPOHABHPYC SIBIISETCS
xkoponasupycoMm SARS (SARS-CoV) unn SARS-CoV-2.

B HEKOTOpBIX BapHaHTax OCYIIECTBJIEHUS B HACTOALIECH 3asiBKE KOPOHABHPYC SIBIIAETCS
SARS-CoV-2.

B HekOTOpBIX BapuaHTax OCYLIECTBIEHUs B HACTOALIEH 3asBKe 3a00J€BaHNe, BBI3BAHHOE



KOPOHABHUPYCOM, siByisieTcsi 3a0oneBanneM, Bbi3BaHHBIM SARS-CoV-2, a mmenno COVID-19.

B HEeKOTOpBIX BapuaHTax OCYLIECTBIEHHs B HACTOSLIEH 3asBKe 3a00eBaHNe, BEI3BAHHOE
KOPOHABUPYCOM, SIBJIIETCS] aTUITUYHON ITHEBMOHHEH, BbI3BaHHOH KopoHaBHpycoM SARS (SARS-
CoV).

B HekoTOpBIX BapuaHTax OCYINECTBJIEHHUS B HACTOAIIEH 3asBKE MIIEKOIHUTAIOLIEE
OTHOCUTCSI K KPYITHOMY pOraToMy CKOTY, JIOIIAJANHBIM, KO3bUM, CBUHBSIM, IICOBBIM, KOLIAYbUM,
SIBJISIETCS TPBI3YHOM, IPUMATOM, HAIIpUMep, YEJIOBEKOM, KOIIKOM, COOAKOM NI CBUHBEH.

B HacTosiieti 3asBke opULIMATbHBIM HA3BAHUEM B Cllyyae TEPMHUHA "HOBBIN KOPOHABUPYC
2019 roga (2019-nCoV)" siBnsieTcst KOPOHABUPYC TSKEJIOTO OCTPOTO PECIUPATOPHOTO CHHAPOMA-
2 (SARS-CoV-2).

B Hacrosimmeli 3asiBke O(HIMATBHBIM HAa3BaHHEM B Cly4ae TepMUHA '"3a0oJieBaHUE,
BbI3BAaHHOE HOBBIM KOopoHaBupycoM 2019 ropa (2019-nCoV)" sBnsiercs COVID-19.

B Hacrosimeidi 3asBke TepMHH 'TepaneBTHUECKH 3((EKTHBHOE KOJUYECTBO" WM
"mpodunakTudecku 3PQPEKTUBHOE KOJIUYECTBO" OTHOCHTCS K KOJUYECTBY, SIBISIFOIIEMYCS
IOCTATOYHBIM JISl JIEYCHUS] WK MPOPUIAKTHKH 3a00J€BaHNs Y TALIEHTa, HO U SIBISIFOIIEMYCS
IOCTaTOYHO HU3KUM JUII M30€raHusl Cepbe3HbIX NOOOYHBIX 3(¢ekToB (mpu pasyMHOM
COOTHOIIEHHH TMONB3bI/PUCKA) B TMpefenax pasyMHOrO0  MEAMLUHCKOTO — 3aKJIIOYESHHUS.
Tepaneprudecku >3pPEKTUBHOE KOIUYECTBO COCTUHEHUST OyI€T M3MEHITHCS B 3aBUCUMOCTH OT
(akTOPOB, TAKNX KaK KOHKPETHOE BBIOPAHHOE COEMHEHNE (HAIIpUMeDp, ¢ yueToM 3((PEeKTUBHOCTH
U BPEMEHH TNONYXXH3HH COEAMHEHUs), BbIOpaHHBIN Crmoco0 BBeAeHMs, 3a0oJeBaHUE,
MOABEPraeMoe JICUEHHIO, TSKECTh 3a00JieBaHuUs, MOABEPraeMoro JICUEHHIO, BO3PACT, pasMmep,
Macca U (pusmueckoe COCTOSTHME MALMeHTa, MEIULUHCKUN aHaMHe3, JJHUTEIbHOCTh JICYEHUS,
IpUpOAa COMYTCTBYIOLIEH Tepamuu, >Kenaemblii TepameBTHueckuil sddexr m 1.4, HO
CIIELUAIIICTHI B 3TOH 00JIACTH BCE PABHO MOTYT OIPENENATh €ro OOIEeNPHHATHIME CIIOCOOaMHU.

Kpome TOro, crmemyer OTMETHTb, YTO KOHKPETHas 1032 M CIOCOO TNpHMEHEHUs
COEMHEHUsI, TpeICTaBIeHHOro (hopmyioli I, ero reomerpudeckoro nsomepa, hapManeBTHIECKH
NPUEMIIEMOM COJIH, COJIbBATA W/WUJIU THIAPATA B Cydae Pa3HbIX MALIMEHTOB 3aBUCST OT MHOXKECTBA
(baxTOPOB, BKIIFOYAst BO3PACT, MACCY, MOJI, COCTOSTHUE 3I0POBbs, MMTAHUS MALIMEHTa, AKTUBHOCTH
JIEKApCTBEHHOTO CPEACTBA, BpPEeMs BBEACHUS, YPOBHs MeTaboyn3Ma, TSHKECTH 3a00JIeBaHUS U
CyOBEKTUBHOTO MHEHHMsI JIeHallero Bpada. B HacrosimeM H300peTeHHH NPEeArOUTUTEIbHO
ucnonb3oBaTh 103y 0,001-1000 Mr/Kr Maccel Tena/CyTKH.

dapmManeBTUUECKYI0 KOMITO3ULIHIO, OIMCAHHYIO B HACTOSLIEH 3asiBKE, MOYKHO MOJIy4aTh B
pa3NIUYHBIX (POPMAx B COOTBETCTBHHU C PA3HBIMU CIIOCOOAMH BBEICHUSI.

B Hacrosimel 3asBke (papMaleBTHUECKYIO KOMIIO3HLMI MOXHO BBOJUTH JIOOBIM U3
CIENYIOIUX MyTei: MOCPEeNCTBOM IEpPOpPalbHOIO BBEAEHUS, WHTAJSILUU CIpes, PEKTaJIbHOIO
BBE/ICHUS, HA3AJIbHOTO BBENIEHUS, OYKKAJIbHOTO BBEACHNS, BATHHAJIBHOT'O BBEICHHUSI, TOTIMYECKOTO
BBEJICHUS, TMAPEHTEPAJIBHOTO  BBENEHHUs, TAaKOro Kak IIOAKOXKHAas, BHYTPHUBEHHAs,
BHYTPUMBIILIEYHAs, HMHTPANepUTOHEAIbHAS, UHTpaTEKaJIbHAs, BHYTPHKENY10YKOBasI,
UHTpacTepHAJbHAs M BHyTpUYEpPENHAsT MHBEKUUS WM WH(Y3Us, WIM BBEACHHUS C IOMOIIBIO

SKCIUIAHTHPYEMOI'O pe3epByapa, IAe MPeONOYTUTEbHBIM CIIOCOOOM BBEINEHUS SIBJISIETCS
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nepopajgbHOE, UHTPANEPUTOHEAIbHOE WJIH BHYTPUBEHHOE BBEICHHE.

IIpu mnepopaJbHOM BBENEHHWH COEAWHEHHE, TmpencraBieHHoe Qopmynoir I ero
reoMeTpUYecKuil n3omep, papMaeBTUIECKH MPUEMIIEMYO COJb, COJIbBAT U/WJH THAPAT MOKHO
nojydate B J000H (opme mepopalibHO MPHEMJIEMOro IperapaTa, BKIIOYas, B KadeCcTBe
HEOrPAaHMYMBAKOIINX MTPUMEPOB TAONETKY, KAICyJly, BOAHBIH PaCTBOP MM BOAHYIO CYCIIEH3HIO.
Hocurenb st MCronb30BaHusl B Ta0JeTKE, KaK MPABHJIO, BKIKOYAET JIAKTO3Y M KYKYPY3HbIH
KpaxMaJi, a TAaKXKe MOKHO T0OaBJISITh CMa304HOE CPEICTBO, TAKOE KaK cTeapat MarHusi. J{uimoeHT
IUTSI ICTIOJIb30BAHUS B KATICYJie, KaK MPaBUJIO, BKIIFOYAET JIAKTO3Y U CyXOH KYKYPY3HBIH KpaxmaJl.
BonmHyro cycneH3uio, Kak MpaBUJIO, TOJYYalOT TMOCPEICTBOM CMEIIMBAHUSI aKTHBHOTO
WHIPEIUEHTA C IMOIXOSALIAM 3MYJIbraTOPOM U MOAXOASIIINM CYCIIEHAUPYIOHM cpeactsom. [1pu
HEOOXOIUMOCTH, B YKa3aHHBIE BbIlIe (DOPMBI IIEPOPATIHHOTO MpernapaTa Tak:Ke MOXKHO J00aBJISITh
MOJICTIACTUTENb, APOMATU3aTOP MJIN KPACUTENb.

IIpu pekTanbHOM BBEAEHHHM COEAWHEHHME, TmpencraBieHHoe (opmynoir I, ero
reoMeTpUdecKuil u3omep, (hapMaleBTHUESCKH TPUEMIIEMYIO COJIb, COJIbBAT W/WJIM THUIPAT, KaK
MPABUJIO, MOXHO TIOJIy4aTh B (POpME CYMMO3UTOPHS], MOJy4aeMOro MOCPEICTBOM CMEIIHBAHHS
JIEKAPCTBEHHOT'O CPEACTBA C TMOAXOMSILINM HEPA3APAKAOIIUM 3KCHUMUEHTOM. JKCLUMUEHT
HaXOJUTCS B TBEPAOM COCTOSTHUM MPU KOMHATHOM TEMIEPAType, HO TUIABUTCS MIPU TEMIIEPATyPe
NPSIMON KHIIKH, BBICBOOOKIAsS JIEKAPCTBEHHOE CPEACTBO. Takoi SKCIMITUEHT BKIIFOYAET MAaclo
KaKao, MUETUHBII BOCK U MOJUI THIEHTJIUKOJIb.

[Ipu TomuyeckoM BBEIEHUM, B YACTHOCTH, JJISl JICUEHUS JIETKO JAOCTYIHOU MOpaKeHHOU
MOBEPXHOCTU WJIM OpPraHa, TAKOro Kak IJa3, KOKa WM HUKHUE OTAEJIbI JKEeTyJOUHO-KUILIEYHOTO
TpakTa, MOCPEACTBOM TOIHYECKOTO BBENEHUS, COeIUHEHNUE, TpeAcTaBieHHoe GopmyJioit I, ero
reoMeTpudecKuii u3omep, papManeBTUIECKH MPUEMIIEMYIO COJb, COJIBBAT U/WJH THAPAT MOKHO
NOJIy4aTh B PA3JIMYHBIX (HOpPMax TOMUYECKUX MPEnapaToB B COOTBETCTBUU C Pa3THYHBIMHU
MOPAXEHHBIMU  TMOBEPXHOCTSMU WM OpraHaMmH, KOHKPETHble MHCTPYKLUU  SIBJISIFOTCS
CIIeNYIOIUMU:

IIpu TomMyeckoM BBEAEHHM B TJla3 COENMHEHHE, mpeacTaBiieHHOe (opmynoi I, ero
reOMeTPUYECKUil u3oMep, papMaleBTUYECKU MPUEMIIEMYEO COJb, COJIbBAT U/HUJTH THAPAT MOKHO
COCTaBJISITh B TakoH (opMe mpemapara, KaKk MUKPOHH3HUPOBAHHAS CYCIIEH3Us WM PacTBOP,
UCTIOJIb3YEMbIM HOCHUTEJIEM SIBJISIETCS] M30TOHUYECKUI CTePUIIbHBIN (PU3HOIOTHYECKUM PaCTBOP C
HEKOTOpPBIM pH, 1 MOKHO HO0aBJISATh WM HE NOOABISATH KOHCEPBAHT, TAKOH KaK OEH3UIIXJIOPU
ankokcuna. Kpome Toro, B ciiy4ae BBeIeHUS B TJia3 COSTUHEHUE TaKKe MOKHO MOJy4aTh B (hopme
Ma3u, TAKOW KaK Ba3eJIMHOBAS Ma3b.

IIpu TommueckoM HaHECEHHH Ha KOXKY COEIUHEHUe, MpencTaBjeHHoe ¢opmyoi I, ero
reoMeTpUYecKuil m3oMep, hapMareBTHUECKN MPUEMJIEMbIE COJIH, COBBAT W/HJIH THAPAT MOKHO
MoJIyyaTh B moaxonsmeld ¢opme, TakOH Kak Masb, JOCbOH WA KPeM, B KOTOPOH aKTHUBHBIM
WHTPEANEHT CYCIEHANPYIOT MM PACTBOPSIOT B ONHOM miu Oojee Hocuresix. Hocurens st
WCTIOJIb30BAHUS B Ma3W BKJIIOYAET, B KAUECTBE HEOrPAHUYUBAIOIINX MPUMEPOB, MUHEPAJIbHOE
Macjio, Ba3eJIMHOBOE Macio, Oenblli  Ba3eNMH, MPONWJIEHIIUKOIb, MOJUITUICHOKCH],

MOJIUIIPONUJIEHOKCUL, 3MYJIbIUPYIOIIHUNA BOCK U BOAYy. HocuTenb 1151 HCNONb30BaHUsl B JIOCHOHE
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WIM KpeMe BKIJIIOYAeT, B KauyeCTBE HEOrPaHMYMBAIOLIUX IPUMEPOB, MHUHEPAJIbHOE MAacIo,
copbutaH MoHocTeapaT, Tween-60, BOCK LETHJIOBBIX 3(UPOB, I'eKCaAELEHUIIOBbIH apHIIOBBIN
CIUPT, 2-OKTHJIIOIEKAHOJ, OSH3UJIOBBII CIIUPT U BOAY.

Ilpy TonmueckoM BBEACHMM B HIDKHHE OTAENbl KENyJOYHO-KUIIEUYHOTO TpaKTa
COeMHEHHe, INpencTaBieHHoe ¢opmysoi I, ero reomerpuueckuii usomep, apmaneBTHUECKU
NPUEMJIEMYIO COJIb, COJIBBAT M/MJIM TMAPAT MOXHO IMOJy4aTh B TAaKOH (opMe, KaK peKTaJbHbIH
CYNIIO3UTOPUM, KaK ONUCAHO BbILIE, WJIN MOAXOAALIMI Ipenapar AJs BBEACHHs] C MOMOIIBIO
KJIU3MBI, KPOME TOT'O, TAK)K€ MOXKHO HCIIOJIb30BaTh TOMUYECKUI TPaHCIePMAaIbHbIH MJIaCThIPb.

2

Coenunenue, mnpencraBieHHoe Qopmysolr I, ero reoMeTrpuueckwii  M30MeEp,
(bapMaleBTHYECKH MPUEMJIEMYIO COJIb, COJIBBAT W/WJIHM THIAPAT TaK)KE€ MOXHO BBOIUTH B (hopMme
CTEPHWJIBHOIO Npenapara AJisi UHbEKLUH, BKI0Yasl CTEPUIbHBIN HHBELIUPYEMBIN BOJHBII pacTBOP
WIA MACJSIHYIO CYCIICH3HMIO, WM CTEPHJIbHBIX HHBELUPYEMbIX PACTBOPOB, II€ HCTIOJb3YyEMbIi
HOCHUTEIb U PACTBOPUTENb BKIFOYAET BONY, pacTBOP PHHIrepa n MI30TOHWYECKU pacTBOP XJIOpUIA
Hatpusi. Kpome TOro, B KadecTBE pPACTBOPHUTENS WM CYCIEH3MOHHOW CpPEAbl TAKXKE MOXKHO
UCTIONIB30BATh CTEPHIIM3YEMOE HEJIETy4dee Macllo, TAKOE KaK MOHOTJIMLEPHU] T TUTITULEPHI.

JlekapCTBEHHbIE CPEICTBA B PA3JIMUYHBIX YKA3aHHBIX BbIIIE (POpMax MpenapaToB MOKHO
NOJIy4aTh CIIOCO0aMH, OOINENPUHATEIMU B 001aCTH (hapMaLleBTHKH.

KPATKOE OITACAHHUE YEPTEXXEN

Ha ¢urype 1 nmokasano, yro ¢aBunupaBup MoxkeT 3P(PEeKTHBHO CHIXKATh HATPY3KY
BUPYCHBIMH HYKJIEHHOBBIMHU KHCJIOTaMH B KiieTkax VeroE6, nndunmposannusix SARS-CoV-2. Ha
¢durype 1 (a) nokaszano, uto paBUNUpaBUp MOXKET CHUXKATh Harpy3ky BupycHoii PHK B knerkax
yepes 48 4. nocye napumposanus kietok SARS-CoV-2, u ”HrUOUTOpHAsI aKTUBHOCTD SIBJISIETCS
J0303aBUCUMOI; Ha ¢urype (a) o opauHaTe OTJIOKEHO KOJIMYecTBO Komwii BupycHoit PHK B
oOpasue, 1 o adcuucce OTIIOKEHa KOHLEHTpALMs JEKapCTBEHHOro cpenctna; Ha ¢urype (b)
NIOKa3aHO, 4TO (haBUMMPABHUP HE MMeEeT HaOJOAaeMOH LMTOTOKCHYHOCTH uepe3 48 4. mocie
00pabOTKH KJIETOK B TECTHPYEMOU KOHLEHTpalmu; Ha purype (b) mo opauHaTe OTIOKEH MPOLIEHT
JKU3HECTIOCOOHOCTH KJIETOK OTHOCHTEJIbHO KOHTPOJIbHOHW TPYIIbL, KOTOPYK oOpabaThiBain
HOcHTeJleM (TOJNIbKO KJIeTKH Oe3 no0aBjeHHs JIEKApCTBEHHOTO CpPEeACTBA), W MO adciucce
OTJIOKE€HA KOHLICHTPALHS JIEKAPCTBEHHOT'O CPENICTRA.

Ha ¢urype 2 mnoxkaszaHo, uro ¢asunupaBup MoxeT 3(PGEKTUBHO 3aLTUINATh
uHpuMpoBaHHBIX KOpoHaBHUpycoM SARS wmbrmeii or rudenn. MplnaM HHTpanepUTOHEATHHO
UHBbELUPOBAIN (paBUMHUPABHP OJUH pa3 B I€Hb uepe3 4 vaca rmociie MpOBOKALMOHHON MPOOkI, U B
KOHTPOJIBHOH I'pyTIIe, KOTOPOH BBOIMIIA HOCUTEIb, HHBELIUPOBAIU TOT XK€ 00BEM PaCTBOPUTEIIS.
MO3KHO BUIETD, YTO BCE MBILIHN B KOHTPOJIBHOH IPyIIIe, KOTOPO BBOAUIN HOCUTEIb, IOTUOIH, B
TO BpeMsl KaKk MbIIH B Tpymnne JedeHus (aBUMMUPABUPOM BBUKIIH, U KO3(duIueHT
BbDKHUBAEMOCTH SIBJSIETCS 103032 BUCHMBIM.

KOHKPETHBIE MOJEJIN OCYHECTBJIIEHUS HACTOSAIIEI'O
HN30BPETEHHUA

Crenyrouye mpuMepsl SIBJISIOTCS WLUTFOCTPATUBHBIMH IPEATIOUYTUTENbHBIMI BapUAHTAMU

OCYHICCTBJICHHUSL HACTOSALICTO I/1306peTeHI/I$I, U OHHU HHKOUM o6pa30M HE OrpaHUYUBaAIOT
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HaCTosIIIee H300peTeHne.

IIpumep 1: DxcnepUMEHT MO CHM)KEHUIO HArpy3KU BUPYCHOM HYKJIEMHOBOI KHCJIOTOH B
kJieTkax, nHpuuposanHbix SARS-CoV-2, ¢ nomorsto pasunupasupa

(1) ObpaboTka HMHGULHPOBAHHBIX BUPYCOM KJIETOK JIEKAPCTBEHHBIM CPEICTBOM

Knerku Vero E6 (mpuoGperennsie B ATCC, kat. Ne 1586) nomemuranu B 24-1yHOYHBIH
IUTAHIIET U MHKYOHPOBAJIN B TeUeHHe 24 4acoB, 3aTeM OCYIIECTBIISUIN HHPUIIMPOBAHUE BHPYCOM,
B JaCTHOCTH, BUPYCOM SARS-CoV-2 (2019-nCoV) (mrTamMMom nCoV-
2019BetaCoV/Wuhan/WIV04/2019, npenocraBieHHbIM YXaHbCKUM MHCTHTYTOM BUPYCOJIOTHH,
Kuratickas akagemusi HayK) pa3Boauin 2%-HOH NOANep KUBAIOIIEeH KIETOYHOH cpenoii (cocTas:
FBS (npuobperennyro B Gibco, kat. Ne 16000044) nobasnsiiin k MEM (nmpuobperennoti B Gibeo,
kat. Ne 10370021) B konudectse 2% 00., Takum 00pazom, nojydast 2%-Hyr0 MOIIEP>KUBAIOLIYIO
KJIETOYHYIO CPeAy) IO COOTBETCTBYIOLIEH KOHIEHTPALIUHM, a 3aTeM MOOABISIH B 24-TyHOUYHBIH
TUTAHIIET TaKUM OOpa3oM, 4TO Kaxaas JyHKa uMmena BupycHyro Harpysky 100 TCIDso. 3aTem
¢dasunmpasup (mpuoOperennenii B Selleck Chemicals, kar. Ne S7975) passomumu 2%-Ho#
NOJ/IEPKUBAIOIIEH KJIETOYHOH Cpenod IO COOTBETCTBYIOLIMX KOHLEHTPAUMH U JOOABISUTH B
COOTBETCTBYIOLIIME JYHKH TakUM OOpa3oM, UTO KOHEUHbIe KOHLIEHTPALUH JIEKAPCTBEHHOI'O
cpeactsa coctamsui 100 mxM, 33 MM, 11 MM, 3,7 MxM, 1,23 mxM, 0,41 mxM, 0,14 mxM,
COOTBETCTBEHHO, 3aTeM IUIaHIIeT noMemnanu B uaKyoarop npu 37°C, 5% COz u HenpepbIBHO
KYJIbTHUBHPOBAJIN B Te4eHNE 48 4., a B KOHTPOJIbHOM IpyIIe, KOTOPYIO 00pabaThiBaIl HOCUTENEM,
no0aBsUIH  TOJNBKO  2%-HYI0 TIOANEPKHBAIOIIYIO KJIETOYHYIO cpeay 0Oe3 Kakoro-iubo
TECTUPYEMOTO JIEKAPCTBEHHOT'O CPECTBA.

(2) Boinenenne PHK

HaGop nns seinenenus PHK npuoGperanu B Qiagen, kat. Ne 74106. Bce U3 pacxoaHbIX
marepuanoB (LEeHTPU]YKHBIX KOJOHOK, Hecomepkamux PHKasy mnpobupok mnst smonum
oobemoM 2 mu u T.1.) u pearentoB (RLT, RW1, RPE, neconep:xxameii PHKa3y Bonsl u T.71.),
UCTIONBb3YEMBbIX B Cleayromux cramusx Bbinenenuss PHK, sBnsiauch wyactsmu Habopa. Bee u3
CJIEAYIOIIMX CTAAMH BbIIEICHUS] PEKOMEHIOBAHbI B MHCTPYKLIUAX K HAOOPY.

1) 100 wmxn cynepHataHta OTOMpanMM W3 TECTOBOIO IUIAHINETAa, MAOOABISUIM B
Hecozepkalyro Hykieasy npobupky EP, 3atem noGasnsimu 350 mxn Oydepa RLT, cmemuBanu ¢
UCTIONIb30BAHUEM YCTPOWCTBA IUJIsl MEPEHOCA JKUAKOCTEH, YTOOBI TOJHOCTBIO JIU3UPOBATh, U
HEHTPU(YTUPOBAIIH AJISl IOJYUYEHUS CYNIEPHATAHTA,

2) cynepHaTaHT, MOJy4YeHHBIH Ha cTagun 1), nodaBisuin K paBHOMY 00bemMy 70% 3TaHomNa
U TIIATEJIbHO CMEIINBAJIH;

3) cMeIaHHbBIN PacTBOP, MOJIYYEHHBIH HA CTAINH 2) BBIIIE, IEPEHOCWIIN B HECOIEPIKAIIYEO
PHKa3y nenrpudyxayro KojJoHKy, ueHTpudyrupoBaiu npu 12000 o6./muH. B TeueHue 15 cex u
BBIOPACBHIBAIIN JKUIKOCTE;

4) 700 mxn 6ydpepa RW1 nobansin B ueHTpU(YKHYIO KOJOHKY, 3aT€M OCYIIECTBIISIIH
ueHtpudyruposanue npu 12000 o0./MuH. B TeueHue 15 cek nmist ounineHUs LUEHTPUQYIKHOM
KOJIOHKH U BbIOPACHIBAIIH KUIKOCTD;

5) 500 mxn 6ydepa RPE nobapnsiin B HEHTPUPYKHYIO KOJOHKY, 3aT€M OCYLIECTBIISLIN
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ueHtpudyruposanue npu 12000 o0./MuH. B TeueHue 15 cek nmisi ouuineHHss LUEHTPUQPYIKHOM
KOJIOHKH U BbIOPACHIBAIIH KUIKOCTB;

6) 500 mxn Oydepa RPE nobapnsiin B HEeHTPUPYKHYIO KOJOHKY, 3aT€M OCYLIECTBIISLIN
ueHtpudyruposanue npu 12000 06./MuH. B TeueHHe 2 MUH Ul OUULIEHUS LEHTPUPYKHON
KOJIOHKU M BBIOPACHIBAIIH KHIKOCTB;

7) ueHTpu(Y>KHYIO KOJIOHKY ITOMEINAIN B HOBYI0 Hecozepxauryro PHKa3y npoSupky as
SIIOLUK 2 MJI, U OCYINECTBIISUIN LeHTpudyruposanue npu 12000 06./MuH. B TedueHune | MuH A
BBICYIIUBAHUS LEHTPUPYKHON KOJIOHKH, a 3aTeM BCIO LEHTPHU(DYKHYIO KOJOHKY MEPEHOCUIH B
npoOupKy At syonuu 1,5 Mt Ha craguu 8);

8) ueHTpU(yKHYIO KOJOHKY, BBICYIIEHHYIO Ha CTQJANU 7), TOMEIIAIN B HOBYIO MPOOUPKY
st sieotwd 1,5 mut, mobassmu 30 mxt Heconepskammeid PHKa3y Boas! u nentpudyruposamu npu
12000 06./MuH. B TeueHue 2 MUH, TIOJYYEHHBIN 3JTFOAT comep:kal coorBeTcTRyromy0 PHK, B Hero
nobasysimn narnoutop PHKa3 (mpuobperennsiit B NEB, kar. Ne M0314L), u nnst onpeneieHus
koHeHTpanun kaxnoii PHK ucnonms3zosanu Nano Drop (mpuoOperennsiii B Thermo Scientific,
Nano Drop One).

(3) Obparnas Tpanckpunus PHK

B skcniepumente s oOpatHoi TpaHckpuriun PHK ncnone3osanu Habop st oOpaTHOit
tpanckpunuuu (Habop peareHToB st RT PrimeScript™ ¢ gDNA Eraser, kat. No RR047Q),
npousBeneHHblil TaKaRa Company. Ctaguu SBASIUCH CAEAYOLIUMU.

1) Ynanenue renomuoii JIHK: cobupanu oOpasuer PHK u3 kaxknoi skcriepuMeHTaIbHOMI
rpymmel, oTOupanu 1 MKr Kaxaoro u noasepranu oopatHol TpaHckpuniuu. CHaudana 2 MK S5-
kpatHoro Oydepa gDNA Fraser Buffer noOasmsimm x oOpasny PHK w3 kaxnoi
SKCIIEPUMEHTAJIbHOMN IPYIIIbI, PEAKLIMOHHYIO CUCTEMY JIONONHAIH Heconepskammeii PHK a3y Bonoii
1o 10 MK, TIHAaTeNbHO CMEIINBAIIY U IEPEHOCIIIN Ha BOJSIHYIO OaHio ¢ Temmepatypoit 42°C Ha 2
MUH s ynanenus reHomHol JIHK, kotopast MokeT HaXOAUThCS B 00pasiie;

2) OOpaTtHasi TpaHCKpHIMIHs. B oOpasel, MOJy4YeHHbIH Ha cTaguu 1), m0OaBISLIH
MOJXOALINE KOJNUYECTBA (PePMEHTa, CMECH MpaiiMepOB M PEAKIMOHHOTO Oydepa, AOMOTHSIIN
Heconepxkameir PHKa3y Bomoii 1o o6bema 20 MKJI, MPOBOAMIM PEeaKIMK HA BOISHOW OaHe mpu
37°C B TeueHue 15 MuH, 3aTeM MOMeINaTn HA BOASHYIO OaHo ¢ Temmepatypoit 85°C Ha 5 cek,
TakuM oOpazom, nony4vast k/JJHK mocpencTBoM TpaHCKPHUITIIUHL.

(4) TILIP B peaapHOM BpeMeHH

JUnist onpeneeHns: KOJIU4ecTBa KOMUI Ha MJT HICXOHOTO PacTBOpPa BUPYCa MCIIOIb30BAIH
¢dnyopecueHTHYIO KonndecTBeHHYIO TILIP.

Peakunonnyro cucremy cmemuBamu ¢ TB Green Premix (Takara, kat. Ne RR820A) u
OCYIIECTBIISUTH PEAKIIUIO aMIUTU(UKALIIH 1 CYUTBIBAHHE C UCIIOJIb30BaHUEM ycTporicTsa st [TL[P
B peanpHOM BpemeHu StepOne Plus (mpoussonurens: ABI). Beraucisiim Koam4ecTBO KOMUN Ha
MJI UICXOZTHOTO pacTBopa Bupyca. CTaguu sBISUIUCH CIEAYIOIIUMU:

1) ITonyuenue ctaggapTHoro npoaykra: miasmuay pMT-RBD (mnasmuna npepocraBinena
VXaHbCKUM HMHCTUTYTOM BHpycosiorud, Kuraiickas akajgemus Hayk) pasBomwiud jgo 5x10°

xormit/mxn, 5x107 kommii/mxn, 5x10° xonuit/mkn, 5x10° xommii/mkn, 5x10* xonmii/mxa, 5%10°
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xoruit/mMkJ1, 5x10% kormit/mks. st peakuuu qPCR ucnonb3oBany 2 MKJI CTaHAAPTA WK MATPHULIbI
kJIHK.

2) TOCNenOBaTENbHOCTH MPAaWMEPOB, HCIONb3YEMBIX B JSKCIIEPUMEHTE, SIBJISJIHCH
CIEAYIOIIUMH (BCE YKa3aHbl B 5'-3'-HaripaBlieHUN):

RBD-qF: CAATGGTTTAACAGGCACAGG

RBD-qR: CTCAAGTGTCTGTGGATCACG

3) Peakiuro mpOBOAMIIH CIEAYIOIUM 00pa3oM:

IIpensapurenpHas aeHarypauus: 95°C B TeueHue S MUHYT;

[Tapamerpnl nukna: 95°C B Teuenue 15 cekynn, 54°C B teuenue 15 cexynn, 72°C B
teueHue 30 cekyHn, Bcero 40 LIUKIIOB.

(5) Tect LIUTOTOKCHYHOCTH JIEKAPCTBEHHOT'O CPENCTBA

Omnpenenenre TUTOTOKCUYHOCTHU JIEKAPCTBEHHOTO CPEICTBA OCYINECTBISIN C MOMOIIBIO
Habopa CCK-8 (Beoytime). Ctaguu sSBJSUTUCH CIIETYO MU

1) 1x10* xnerox Vero E6 (ATCC) nomemanu B 96-1yHO4HbIH TMJ1aHIIET U HHKYyOUpOBaU
npu 37°C B TeueHue 8 4acos.

2) nekapCTBeHHOE CpenactBo paspommwin DMSO 1o mnoaxonsimedl KOHIEHTPaLUH
MaTOYHOTO PacTBOpa, a 3areM pazBomwin cpenoit MEM (mpuobperenHoii B Gibco, xat. Ne
10370021), comepsxameii 2% FBS (mpuobperennoii B Gibco, kat. Ne 16000044), no Toii ke
KOHLIEHTPALIUH, YTO U B cliydae 0OpabOTKH JIeKapCTBEHHBIM cpencTBoM. Mcexonnyro cpeny B 96-
JYHOYHOM IUTaHIIeTe BhIOpachIBaIy, K KieTkaM nodasisum 100 MK copeprkalieli IekapCTBEHHOE
cpeactso cpeasl MEM 1 moarotaBaMBaiu TP NapajuiesibHbIe TYHKH [T KaXKIOH KOHLIEHTPALUH.
Hcnonb3oBanu koHTpOsbHBIA HOcUTenb (DMSO u cpeny nobasisiin B IyHKH € KJIEeTKaMu Oe3
no0aBJIeHUs] JIEKAPCTBEHHOIO CPEACTBA) M MYCTYIO KOHTpoibHyr mnpody (DMSO wu cpeny
noGaBmsin B JIyHKH 0Oe3 kjerok). Ilocme noOaBieHHs JeKapCTBEHHOTO CPEACTBA KIIETKH
KyJnpTHBHpoBanu npu 37°C B TeueHue 48 4acoB.

3) B JyHKYy, NOJIeXAInylro TecTupoBanuto, nodamimsumn 20 mkn pactBopa CCK-8
(Beoytime), OCTOPOKHO CMEINIMBAJIH, HE NOMyCKash oOpa30BaHUS My3bIPHKOB, U HEMPEPHIBHO
uHKyOuposaiu nipu 37°C B Teuenue 2 yacoB. ODyso CUUTBIBAIM C IOMOLIBIO CIIEKTPOdOTOMETpA
1Tl YT€HHsI MUKpOIUTaHIneToB (mpuodperenHoro B Molecular Devices, monenb: SpectraMax MS)
Y BBIYHCIIUTH JKU3HECTIOCOOHOCTD KJIETOK:

AxtuBHOCTE KJIETOK (%) = (A@pyma o6paGorkm nexapersermmin cpexcrsom)-A(nycras  xomrposmHas
po6a) )/ (A (xorrporsrsiit mocrrens)~ A (nyctas xontpomsaas mposay) < 100%0

rae A mpencraBisieT COOOH pe3ybTaThl CYUTHIBAHUS C TIOMOIIBIO CIIEKTPO(OTOMETp A
YTEHUS] MUKPOIUIAHIIETOB.

(6) Pe3ynbTaThl 5KCTIEPIMEHTOB

Pe3ynbTaTel 3KCTIEPIMEHTA 0 HHrHOUPOBAHHIO MPOJHdepalii BUpyca BUPYC MOKa3aIIH,
YTO TECTUPYEMOE coennHenne B KoHuenrpauusax 100 mxM, 33 mxM, 11,1 MxM u 3,7 MxM moro
3¢ pexTuBHO MHrHOMpoBaTh perumkanuio reHoma Bupyca SARS-CoV-2 B uHPUIMPOBAHHOM
cynepHaTanre (Tabnuna 1 u ¢purypa 1)

Tabmuua 1. TectupoBaHue NMPOTHBOBHUPYCHON aKTHMBHOCTH TECTUPYEMOI'O COEIUHEHUS
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(pasurnupasupa) in vitro
Konuentpa | 100 33,33 11,11 3,70 1,23 0,41 0,14 Hocwure
st (MkM) b
Konmnuectso | 734518 | 977681, | 406212 | 777463 | 101798 | 155414 | 161522 | 146729
KOTHUH +93620 | 5+1688 | 749628 | 2,5421 | 36,51 |94,5+2 | 18+272 | 63+228
reHoMa ,94 21,04 39,02 09225,2 | 557937, | 355070, | 0484,45 | 2738,68
BUpyCa 8 97 75

PesynbraThl TecTa IIMTOTOKCHMYHOCTH IMOKAa3aid, 4YTO 00paboTKa TeCTHUPYEMbIM

coenuHeHueM  ((paBUMHMPABUPOM) HE

M3MEHsUIa YKU3HECITIOCOOHOCTh  KJIETOK Inpu

BCEX

TECTHPYEMbIX KOHIIEHTPALUSX, T.€. TECTHPYEMOE COSIUHEHHE HEe NMEJIO TOKCHYeCKoro 3ddexra

B OTHOIIEHUHU KJIETOK MMPU BCEX TECTHUPYEMbIX KOHLIEHTparmsx (Tadmua 2 u ¢purypa 1).

Tabmuuma 2. Pe3ynpraTel TeCTa LUTOTOKCHYHOCTH TECTHPYEMOTO  COCOUHEHUS

(paBunmpasupa)

Konuentpa | 100 33,33 11,11 3,70 1,23 0,41 0,14 Hocure

st (MKM) b

Kuznecnoc | 96,37+ | 95,21+ | 96,42+ | 99,09+ | 98,57+ | 101,38 | 101,61 | 101,20

00HOCTB 1,26 4,43 4,77 4,91 1,90 +3,85 +0,74 +3,08

kietok (%

oT

KOHTPOJIbHO

ro

HOCHTEJIA)

ITpumep 2: DKCIEPUMEHT 10 3aIUTe HHPUIUPOBAHHBIX KOpoHaBupycoM SARS wmblmeit
OT rubeNu ¢ MOMOIIBIO (haBUMHPABUPA

(1) I'pynnupoBaHye U MApKUPOBKA MBbILIEH

Mermeti A129 Bo3pactom 3-4 Henesb U Maccoit 9-13 r (npenocraBieHHbIXx MHCTUTYTOM
[Tactepa B [llanxae, Kuralickas akagemust HAyK) ciydaiiHbIM 0Opa3oM paszessuiy Ha 4 TPyIbL, a
UMEHHO KOHTPOJIBHYIO TPYIIy, TPYIIY BBEIEHHs BBICOKOH M03bl, I'PYMIy BBEIEHUS CpeaHeil
J03bl U TPYNIy BBENECHWs HU3KOW 103bl, 10 Mblied Ha rpynmny, U MapKUpOBald YIIHBIMHU
Oupkamu.

(2) ITonyueHne TEKapCTBEHHOTO CPENCTBA

B kauectBe pacTBopuTens sl pacTBOpeHus (pasunupasupa ncnoasosanu 0,5% CMC-
Na.

COOTBETCTBYHOLICC

CHavana JeKapCTBEHHOE CPencTBO (DAaBUMUPABUP TOYHO B3BEIIMBAJH, JOOABISUIHN

0,5% CMC-Na,

BOPTEKCHPOBAHUIO U YIBTPa3BYKOBOH 00paboTKe B TeUeHHE 15 MHUH 10 TeX Nop, MOKa oOpaser He

KOJIMYECTBO  PacTBOpa MOTIEPEMEHHO  TIOABEPTalH
CTAHOBWJICSI OTHOPOJIHOM CyCHEeH3UeH vacTull, 3aTeM pa3BoAauin ¢ nmomoinsto 0,5% CMC-Na B 2
pasa, ¥ pa3BeAeHHEe OCYIIECTBIISUIH B COOTBETCTBUH ¢ BBoAMMO 10301 200 mr/kr, 100 mr/kr u 50

MTI/KT, COOTBETCTBEHHO. [losryuaembie pacTBOPBI JIEKapPCTBEHHOTO cpencTBa xpanuiu rnpu 4°C st
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MOCJIEAYIOLIETrO UCTIONb30BAHMSL.

(3) 3apaxeHue MblIIei, BBeIEHUE 103 U COOp NaHHBIX

3apaxkeHHne OCYILECTBIISUIM OCPEICTBOM HHTPANEPUTOHEANbHON HHBEKLIUY, T.€. KaX10H
MBI  HMHTPANEPUTOHEATPHO HHBbEUUpoBaid KkopoHaBupychl SARS (mpenocrasieHHbIe
Axasiemueii BOBHHO-MEIUIIMHCKUX Hayk) MpU MpoBokaiuonHoi no3e 1*10° BOE, rae Bupychl
pPasBOAMIM  HOPMAJIBHBIM  (PU3HOJOTMYECKUM  PACTBOPOM O  HEOOXOOMMOW  JIO3BI.
HuTtpaneputoHeanbHOE BBEEHNUE OCYLIECTBIUIM OAHOKPATHO uepe3 4 4., 24 4., 48 u., 72 4., 96
4., 120 4. u 144 4. mocne 3apakeHus, COOTBETCTBEHHO, B IpyImax BBEJAEHUs BbICOKas 1032
cocrasysiia 200 mr/kr, cpenHsisi no3a cocrapiisiia 100 Mr/kr, U HU3Kast 703a cocTasisiia SO MI/kr,
U KOHTPOJIbHOW TPyIINe BBOOAUIHN TOT ke 00beM pactBopurens 0,5% CMC-Na. B3pemuBanue u
PETUCTPALMI0 TAHHBIX OCYIIECTBISLIN B (PUKCHPOBAHHBIE MOMEHTHI BPEMEHH, OJHOBPEMEHHO
pEerucTprpOBau THOENb MBIIIEH, 1 CTPOUIIN KPUBYIO BBIKHBAEMOCTH, KaK TIOKA3aHO Ha Qurype
2.

(4) Pe3ynbTaThl 3KCTIEPIMEHTA

Pe3ynbTaTel 3KCIEPUMEHTOB ik Vivo TIOKa3ajdd, 4YTO KOHEYHbIH KO3(duuumeHt
BBDKMBAEMOCTH MBIIIEH SIBJISUICS J0303aBUCUMbBIM (Tabnuia 3 u ¢purypa 2), 4To CBHIETENbCTBYET
0 TOM, YTO C IIOMOLIBIO BBEICHUS TECTUPYEMOT0 COeTMHEHNs (PaBUTTHPABHPA MOXKHO 3P PEKTHBHO
3aIUINATh MbIIel OT rudeny, BbI3BaHHOH nH(pekuueii kopoHaBupycom SARS.

Tabmuua 3: Pe3ynbraThl 3KCIEPHMEHTa IO aHAJIW3y MPOTHBOBHUPYCHONH AaKTUBHOCTH

TECTHPYEMOro coeuHeHus ((paBunupasupa) in vivo

Beonumas nosza Koaddunuenr cmepraoctu
Hocwurenb (KOHTpONBHBIN paCTBOPUTEIID) 100%

50 mr/kr 100%

100 mr/kr 50%

200 mr/kr 0%
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OOPMYJIA U3OBPETEHUA
1. IlpumeHeHue coenWHEHUs, MPeACTaBIeHHOro (Gopmysol I, ero reoMeTrpuyecKoro
nusomepa, hapmMareBTHUECKH IPUEMIIEMOH COJIH, COJTbBATA W/WJIH TUAPATA B JIEYeHUH 3a00JIeBaHHSI

W WH(EKIHUH, BBI3BAHHON KOPOHABUPYCOM,

N OH
1
“ NH,
F N
0 L

2. TlpuMeHeHUEe COENMHEHUs, MpeAcTaBieHHOro (opMmysiol I, ero reoMeTpudecKoro
u3zomepa, (hapMareBTHIECKH MPUEMJIEMOI COJTH, COJIbBATA W/UJIM THAPATA B KAYECTBE HHIHOUTOPA

KOpOHaBHUpYyCa,
N_ _OH
I
~ NH
F Nji[f 2
0 L

3. TlpumeHeHue COeNWHEHUs, MpeAcTaBieHHOro ¢opmysoil I, ero reomerpudeckoro
uzomepa, (papMaleBTUYECKH MPHEMJIEMOW COJIM, COJibBaTa W/MJIU THIpara B MHTHOMPOBAHHUH

PEIUITMKALUK WU PENPOAYKLIMH KOPOHABUPYCA B KJIETKE MIIEKONUTAIOLIETO,

N_ _OH
I
P NH
F Nj;( 2
0 I

4. Ilpumenenue no robomMy u3 . 1-3, rne KOpOHaBUPYC SBJIsIETCs KOpoHaBUpycoM SARS
(SARS-CoV) nnmu SARS-CoV-2.

5. Ilpumenenue no .4, rae kopoHasupyc sisiercst SARS-CoV-2.

6. IIpumeneHnue mo 1. 1, rue 3aboieBaHue, BI3BAHHOE KOPOHaBUPYCOM, siBiisiercss COVID-
19 unu aTUNUYHON MHeBMOHUEH, Bhi3BaHHOU KopoHaBupycoMm SARS (SARS-CoV).

7. Ilpumenenne no 1.3, rae MIEKONUTAOIIee OTHOCUTCS K KPYITHOMY POraToMy CKOTY,
JIOLIaAUHBIM, KO3bUM, CBUHbBSIM, IICOBBIM, KOIIAYbUM, IPbI3yHAM WU PUMaTaM.

8. [IpumeHeHwe 10 1.7, T/ie MIIEKOITUTAIOIIEe SIBJISIETCS YeJIOBEKOM, KOIIKOW, COOAKOU HITH
CBHUHBEM.

9. Ilpumenenne mo m.l, rme 3aboneBaHue, BHI3BAHHOE KOPOHABHPYCOM, SIBIISIETCS
3a00JI€BAHHEM JIBIXATEJIbHBIX My TEH.

10. Ilpumenenne mo m.l1, roe 3abojeBaHHe, BBI3BBAHHOE KOPOHABHPYCOM, SIBJISIETCS
poCTOi MH(pEKINeH, THEBMOHUEH, OCTPOH MH(EKIIUEeH AbIXaTENbHBIX MyTEH, TSKEJIOH OCTPOi
pecrimpaTopHoii nHpekuei (SARI), runmokcrueckoi AbIXxaTeIbHONH HENOCTATOYHOCTHIO, OCTPBIM
pecnupaTOpHBbIM JUCTPECC-CUHAPOMOM, CETICUCOM UJIU CENTUYECKUM IIOKOM.

11. Ilpumenenne no .10, roe mpocTtas MHQEKIHs MPEACTABIseT COOOW JMXOPAIKY,

Kareyb 1/ uiu O00Jib B ropJie.
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12. JlexapcTBeHHOE CpencTBO Uil JieueHUs: 3a0oneBaHus Win WH(EKLUHH, BbI3BAHHOU
KOPOHABHUPYCOM, COAepIKallee COeANHEHHE, MpeCTaBleHHOe popmyioii I, ero reomerpudeckuit
uszomep, (papMareBTUIECKH MPUEMIIEMYIO COJIb, COJIbBAT W/WIM TUAPAT B Ka4eCTBE AKTHUBHOTO

UHIPEIUEHTA,

N OH
1
“ NH,
F N
0 L

13. JlekapcTBeHHOE CpPENCTBO B KaueCTBE HHIMOUTOpPAa KOPOHABHUPYCA, COMEpIKallee
COeMHEHHe, MpencTaBieHHoe Gopmyson I, ero reomerpuueckuii m3omep, (apMaleBTHUECKU

HpI/IeMJIeMyIO COJH), COJIbBBAT I/I/I/IHI/I FI/I/:[paT B KQUECTBEC aKTHUBHOT'O I/IHr‘peI[I/IeHTa,
N OH
i )
~ NH 2
F N
O I

14. JlexapcTBEHHOE CPEACTBO IJisi MHTHOWPOBAHHS PEIUIMKALWH WU PENpOXyKIHH
KOPOHaBUPYCa B KJIETKE MJIEKOMUTAOIIEr0, COAEpIKallee COEAUHEHUE, NPEICTaBIECHHOE
dbopmyoii I, ero reomerpuueckuii u3omep, GapMareBTHUSCKH IPUEMIIEMYIO COJTb, COJIbBAT U/HITH

ruapar B Ka4€CTBEC AKTUBHOI'O UHIPECAUCHTA,

N_ _OH
I
P NH
F Nj;( 2
O I

15. JlexapcTtBeHHOe cpeacTBO mo Jodomy u3 mi.12-14, roe KOpOHABHPYC SIBISIETCS
kopoHaBupycom SARS (SARS-CoV) unu SARS-CoV-2.

16. JlekapcTBeHHOE cpencTBO Mo 1.12, rme 3a0oseBaHue, BbI3BAHHOE KOPOHABUPYCOM,
sieyisiercss COVID-19 wnu aTUnuyHOM MHEBMOHMEH, BhI3BaHHOM KopoHaBupycoMm SARS (SARS-
CoV).

17. JlekapcTBeHHOE CpencTBO MO .14, rae MIIEKONMUTAoIIee OTHOCUTCA K KPYIHOMY
poraToMy CKOTY, JIOLIaANHBIM, KO3bUM, CBUHBSIM, IICOBBIM, KOLIIaubUM, IPbI3YHAM WJIH [IPUMATaM.

18. JlexapcTBeHHOE CpencTBO MO I.17, rne MIEKONMUTAIOIIEE SBJIAETCS YEIOBEKOM,
KOIITKOM, COOaKOM MJIH CBUHbBEH.

19. JlekapcTBeHHOE cpencTBo mo 1.12, rme 3a0oieBaHue, BHI3BAHHOE KOPOHABUPYCOM,
SBJISIETCS 3a00JIEBAHNEM JIbIXATEJIbHBIX MTyTeH.

20. JlekapcTBeHHOE CpencTBo mo 1.12, rae 3adoneBaHue, BbI3BAHHOE KOPOHABUPYCOM,
SBJIIETCS IPOCTOH MH(pEKINeH, THEBMOHHEH, OCTPOH HH(EKIMEH NbIXaTeIbHBIX My TeH, TSKEION
octpoii pecriuparopHoii nHpekuuen (SARI), runmokcuueckoit ApIXaTeIbHON HETOCTATOYHOCTHIO,
OCTPBIM PECTUPATOPHBIM JUCTPECC-CUHAPOMOM, CENICUCOM UM CENTUYECKUM IIOKOM.

21. JlekapctBeHHOe cpenctBo mo m.20, rae mpocras WH(PEKUUs MPeaCTaBisieT CoOOM
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JMXOPAJIKy, Kalenb 1/ iiu 00k B ropJie.

22. Cnoco0 neueHus W/uaM NPOQUIAKTUKH 3a00JI€BaHHUA Yy HYXXJAIOIIErocs B 3TOM
MJIEKOIIUTAIOLIETO, BKIIIOYAIOIUI BBEACHHE HYXXNAIOLIEMYCsl B 3TOM MIIEKOMHTAOLIEMY
TepaneBTHUeCKH W/mnu mnpodunakruuecku >3(pdexkTuBHOro kommuecrsa (apMaleBTHUECKOM
KOMITO3HMLIUH, COAEp:Kallell coequHeHHe, NpencTaBieHHoe Gopmynoi I, ero reomerpuueckuii

u3oMep, hapMaLeBTHIECKH IPUEMIIEMYIO COJIb, COJbBAT W/UJIM THAPAT,
N OH
|
= NH 2
F N
0 I

WIH COENUHEHUs, MpeacTaBiieHHOro (opmynoli I, ero reoMerpu4eckoro H3oOMepa,
(bapManeBTHYECKH MPUEMJIEMOI COJIM, COJIbBAaTa W/WIM TUApaTa, rhe 3a00NieBaHHE SIBISIETCS
3a00JIeBaHNEM, BBI3BAHHBIM KOPOHABHPYCOM,

NPEANOYTUTENBHO, (apMaLeBTHUECKash KOMIIO3ULIUS — AOMOJHHUTEIBHO  COHEPIKUT
(apManeBTHYECKH TPUEMIIEMBIH HOCUTENb WM SKCLMIUEHT, B YaCTHOCTH, (hapMareBTHUECKas
KOMITO3ULIUS TIPEACTaBIsieT cOOO0# TBEpABII Mpenapar, MHbEKIUOHHBIN Mpenapart, npenapar A
HAPY>KHOT'O UCIOJIb30BAHUSA, CIIPEH, KUKUM MpenapaT Wik SKCTEMIIOPAJIBbHBIN Npenapar.

23. Cnoco0 wHrHOMpOBaHMSA pEIUTMKALMN WIH pPENpOAYKLHUH KOPOHaBHpyca Y
HY>KAAIOIIEerocss B 3TOM MJIEKOMMUTAIOINEr0, BKJIIOUAIOLIUI BBEJEHUE HYXKAAIOIIEMYyCsl B 3TOM
MJIEKONIUTAIOLIEMY TEPANeBTUYECKH WIINM NpopuiIakTudeckn 3((PEeKTUBHOIO KOJIUYECTBA
(dapMaLeBTHYECKON KOMITO3UIINH, COAEpKallel COeANHEeHHe, TpeaAcTaBieHHoe Gopmylioii I, ero

reoMeTpuyYecKuii uzomep, papmarieBTUYeCKH MPUEMIIEMYIO COJb, COJIbBAT W/WIIK THAPAT,
N OH
j )
= NH >
F N
o I

WIM COENUHEHUs, MpeacTaBieHHOro (opmysoi I, ero reoMerpu4eckoro H3OMepa,
(apMaeBTHYECKH MPUEMJIEMOI COJIM, COJIbBATa W/WIM TUApaTa, rhe 3a0oNieBaHHE SIBISIETCS
3a005IeBaHHEM, BBI3BAHHBIM KOPOHABHPYCOM,

NPEANOYTUTENBHO, (apMaLeBTHUECKash KOMIIO3ULUS — JOMOJHHUTEIBHO  COHEPIKUT
(apManeBTHYECKH PUEMIIEMBIH HOCUTENb WM SKCLMIUEHT, B YaCTHOCTH, (hapMareBTHUECKas
KOMITO3UILIUST TIPEACTaBIsieT cOOO0H TBEpABI Mpenapar, HHbEKIUOHHBIN Mpenapart, npenapar A
HAPY>KHOT'O UCIOJIb30BAHUSA, CIIPEH, )KUKHUI MpenapaT Wik 3KCTEMIIOPAJIbHBIN Npenapar.

24. Cnocob mo n.22 unu 23, rae KopoHaBHpPYC siBisieTcst KopoHaBupycoM SARS (SARS-
CoV) mwmu SARS-CoV-2.

25. Cmoco®6 mo mn.22, rme 3a0oneBaHHME, BBI3BAHHOE KOPOHABHPYCOM, SIBISIETCS
3a0oneBanneM, BbBBaHHBIM SARS-CoV-2 (COVID-19), wunm aTtunudHONW IHEBMOHHUEH,
BbI3BaHHOH kopoHaBupycoM SARS (SARS-CoV).

26. Cmoco®6 mo mn.22, rme 3a0oneBaHMEe, BBI3BAHHOE KOPOHABHPYCOM, SIBILSIETCS
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3a00neBaHNEM JIbIXaTeNbHBIX MyTell (Hampumep, mpocToil nHpekuuei (Takol Kak JIMXOpaaka,
Kauenab U OoNb B TOpJie), MHEBMOHHUEH, OCTPbIMU PECHHPATOPHBIMH HH(PEKIMAMH, TSKEION
octpoii pecriuparopHoii nHpekuue (SARI), runmokcuyueckoit ApIXaTeIbHON HEIOCTATOYHOCTHIO,
OCTPBIM PECIHPATOPHBIM JUCTPECC-CUHIPOMOM, CEINCHCOM, CENTHYECKUM IIOKOM, TSKEIIbIM
OCTPBIM pecrupaTopHbIM CHHAPOMOM (SARS) u T.11.).

27. Cnocob mo m.22 wnu 23, rae MIEKONUTAIOIEee BKJIFOYAeT KPYIHBIA POraThlil CKOT,
JIOMIAIUHBIX, KO3bUX, CBHUHEH, MCOBBIX, KOIIAYbMUX, IPbI3yHA, NpHUMAaTa, HalpUMeEp, YeJIOBEKa,

KOILKY, COOaKy WUJIM CBUHBIO.

ITo noBepenHoCTH
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